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Pathogenic variant carriers exhibited an earlier age at onset, with 50 years identified as the genetic cutoff. Plasma proteomics defined S1/S2 and a 62.5-year biological cutoff,
supporting a genetic- or molecularly defined framework.
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Why revisit age?
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e PCA was applied to the normalized 1,453-protein matrix.
e Unsupervised K-means clustering (centres = 2) defined S1 on
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Cross-sectional PUMCH dementia cohort and community volunteers, e ROC analysis with Youden's J statistic determined the hippocampal, amygdala and entorhinal atrophy were comparable. The traditional 65-year cutoff misclassified 42.1% of S2.
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